Thrombosis is one of the major causes of death in Japan and the western world. Three kinds of thrombolytic agents clinically used at present are strepto kinase, urokinase and tissue-type plasminogen activator (t-PA). However, there still exist major problems with their use in the points of antigenicity, non-specific breakdown of other blood factors and localization of the fibrin clot because of high enzymatic activity, respectively (1, 2) . On the other hand, anticoagulants of natural origin, such as heparin and antithrombin III, have been found in constitu ents of the human body (3). Antithrombin III is an effective antithrombotic agent, but its activity depends on the coexistence of heparin, and it is a macromolecule substance. Okamoto et al. reported a synthetic thrombin inhibitor (argatroban), 4 -methyl-1-[N2-(3-methyl-1, 2, 3, 4-tetrahydro-8-quinolinylsulfonyl-L-arginyl] -2-pipe ridinecarboxylic acid (4, 5) , which is an effective drug for cerebral thrombosis in its acute stage (6) . But this compound is unlikely to be satisfactory as a thrombolytic agent in the chronic stage. So the screening of inhibitory agents for thrombin which * To whom correspondence should be addressed .
correspond to the formation of fibrin, but not that of plasminogen activators, is now desirable. We tried a screening for microorganisms having anti-thrombin activity to obtain some effective anti-thrombin substances.
In this study, an anti-thrombin substance was isolated from a culture broth of Rhizopus javanicus, and its structure, effects on fibrin generation and amidolysis of thrombin were examined. amidolysis by various enzymes was measured using the method described by Kinoshita and Hone (8) . Thrombin, plasmin, t-PA, urokinase, plasma kallikrein and glandular kallikrein were used.
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Effects of various media on APTT, PT and TT The effects of culture broth from various microorganisms on APTT, PT and TT are summarized in Table 1 . Two culture broths from R. javanicus and Aspergillus niger showed anti-coagulative activities on APTT, PT and TT. The APTT of the culture broth from R. javanicus was the same as that of A. niger. But 
